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AB The present invention provides compns . comprising an anti-angiogenic 
factor (e.g. anti-invasive factor, retinoic acid and its derivs . , and 
taxol) and a polymeric carrier. Such compns. can be used to embolize a 
blood vessel nourishing a tumor, in a stent to enlarge a vessel 
lumen and thereby eliminate biliary, urethral, esophageal, and 
tracheal/bronchial obstruction, or to treat a tumor excision 
site by application to the resection margins, . Thus, growth of an 
explanted, angiogenic factor-secreting MDAY-D2 murine lymphoid 
tumor in the chick chorioallantoic membrane was suppressed by 
application of a polycaprolactone thermopaste contg . 20% taxol. 
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AB This study was designed to investigate the potential of shark 

cartilage extracts to inhibit the growth and metastatic spread of 

a murine solid tumour. The SCCVII carcinoma, implanted in the right rear 

foot of C3H mice, was used. Following tumour implantation, two different 

commercially available extracts of shark cartilage ( 

Sharkilage and MIA Shark Powder) were dissolved in water 

and orally administered to the mice at doses that ranged from 5 to 100 mg 

per mouse. These injections were repeated on a daily basis for up to 25 

days post-implantation of the primary turnout. Compared to 

non-drug-treated animals, daily administration of the shark 

cartilage extracts did not show any adverse toxicity (as measured 

by changes in body weight and lethality) . More importantly, none of the 

shark cartilage doses tested had any retarding effect on 

the growth of the primary tumour, nor did they inhibit the development of 
metastases seen in the lungs of the tumour-bearing mice at autopsy. In 
conclusion, our results offer no support for the proposed use of 
shark cartilage extracts as an anti -cancer therapy. 

L2 ANSWER 56 OF 81 BIOSIS COPYRIGHT 2 



L2 ANSWER 52 OF 81 CAPLUS COPYRIGHT 2 003 ACS 
AN 1998:351497 CAPLUS 
DN 129:49647 

TI Shark cartilage as the tumor angiogenesis 

inhibitor 
IN Yagita, Akikuni 

PA Yagita, Akikuni, Japan; Seishin Enterprise Co., Ltd.; Nippon Oil and Fats 

Co., Ltd. 
SO Jpn. Kokai Tokkyo Koho, 9 pp. 

CODEN: JKXXAF 
DT Patent 
LA Japanese 
FAN.CNT 1 

PATENT NO. KIND DATE APPLICATION NO. DATE 



PI JP 10147534 A2 19980602 JP 1996-324595 19961119 

JP 3103513 B2 20001030 

JP 2001048795 A2 20010220 JP 2000-205657 19961119 

CN 1185319 A 19980624 CN 1997-122664 19971117 

PRAI JP 1996-324595 A3 19961119 

AB Shark cartilage formulated with lipid matrix is 

claimed as the tumor angiogenesis inhibitor and are useful in 

combination of IL-12 derivs . for treatment of cancer. 
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AB The present invention relates to cartilage exts . and to a method of 
producing the same. Shark cartilage exts. having 
anti -angiogenic , direct anti- tumor proliferating, 

anti- inflammatory and anti -collagenolytic activities have been obtained by 
an improved process. The process comprises the steps of obtaining a 
homogenate of cartilage in an aq. soln. , this homogenate being centrifuged 
and further fractionated to obtain a total ext. having mols. of a mol . wt . 
comprised between 0 to 500 KDa . The compn. of the liq. ext. has then been 
investigated by different ways. Further fractionation of this ext. led to 
the preliminary characterization of some of its active components, i.e. 
.lipids, proteins, Na, K, Ca, Mg, Zn and Fe . Due to the multiplicity of 
biol. activities of the total liq. ext., it can be used for treating 
numerous diseases or conditions such as those having components selected 
from the group consisting of tumor proliferation, angiogenesis , 
inflammation and collagenolysis . This ext. has no offensive effect on 
normal body functions. Therefore, this shark cartilage 

ext. has a very promising therapeutic value. The process for the prepn. 
of cartilage exts. is simple and efficient. The unexpectedly valuable 
products obtained by this process are therefore an indication of a new 
non-obvious process. A dermatol. compn. contg. Emulgade CLB 29, cartilage 
ext. 69.5, Germaben II 1, and Lavandula angustifolia oil 0.5% (wt./wt.), 
resp., given topically twice daily for 12 wk showed improvement in 
patients suffering from psoriasis. 
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AB Neoangiogenesis markers (i.e. antibodies or receptors for e.g. vascular 
endothelial growth factor, placenta growth factor, acidic or basic FGF, 
transforming growth factor .alpha, or .beta., hepatocyte growth factor, 
insulin-like growth factor I, glycoprotein B61, protein LERK-1, flk-1 
receptor, etc.) or .partial sequences thereof and antiangiogenic compds . 
and factors such as paclitaxel, endostatin, fibronectin peptide, and 
fumagillin are conjugated with active agents such as chemotherapeutic 
agents , radiosensitizers , photosensitizers , antibodies , oligonucleotides , 
radioactive metal complexes, etc., which may be bound to carriers, for 
treatment of tumors. Likewise, neoangiogenesis markers may be conjugated 
to diagnostic agents such as MRI, radiog., ultrasound, or near-IR contrast 
agents for tumor diagnosis. Thus, N' ,N' ,N' 1 1 ,N f 1 1 -tetrakis (tert- 
butoxycarboxymethyl) -N' 1 - (hydroxycarboxymethyl) diethylenetriamine was . 
converted to its N-hydroxysuccinimide ester, coupled to a Thy-1 antibody, 
complexed with 186Re, and injected i.v. into rabbits for detection of 
implanted VX2 tumors by scintigraphy with a gamma camera. 
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AB An oral compn. based on hyaluronic acid or its salts and optionally a 

therapeutic drug is provided for treating or preventing osteoarthritis, 
joint effusion, joint inflammation and pain, synovitis, lameness, 
post-operative arthroscopic surgery, deterioration of proper joint 
function including joint mobility, the redn. or inhibition of metabolic 
activity of chondrocytes, the activity of enzymes that degrade 
cartilage, and the redn. or inhibition of the prodn. of hyaluronic 
acid in a mammal. Addnl . , compns . contg. hyaluronic acid, chondroitin 
sulfate and glucosamine sulfate in a paste formulation are also described 
which can be administered on their own or can be used as a feed additive 
for cats and dogs. For example, a compn. contained (by wt . ) glucosamine 
sulfate 36%, chondroitin sulfate 4%, sodium hyaluronate 0.144%, manganese 
sulfate 0.144%, ibuprofen 200 mg, powd. sugar 20%, glycerin 0.7%, xanthan 
gum. 0.2%, sodium benzoate 0.7%, citric acid 0.2%, molasses 23.5%, and 
water 14.4%. 
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AB The present invention provides compns. comprising an ant i -angiogenic 
factor (e.g. anti-invasive factor, retinoic acid and its derivs., and 
taxol) and a polymeric carrier. Such compns. can be used to embolize a 
blood vessel nourishing a tumor, in a stent to enlarge a vessel lumen and 
thereby eliminate biliary, urethral, esophageal, and tracheal/bronchial 
obstruction, or to treat a tumor excision site by application to the 
resection margins, . Thus, growth of an explanted, angiogenic 
factor- secreting MDAY-D2 murine lymphoid tumor in the chick 
chorioallantoic membrane was suppressed by application of a 
polycaprolactone thermopaste contg. 2 0% taxol. 
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TI The analgesic and ant i -inflammatory effects of shark 

cartilage are due to a peptide molecule and are nitric oxide (NO) 
system dependent . 

AU Fontenele, Juvenia Bezerra; Araujo, Glaucia Bezera; Wilson De Alencar, 

Jose; Socorro De Barros Viana, Glauce (1) 
CS (1) Dep. Physiology Pharmacology, Federal Univ. Ceara, 60431-970 

Fortaleza, CE Brazil 
SO Biological & Pharmaceutical Bulletin, (Nov., 1997) Vol. 20, No. 11, pp. 

1151-1154. 

ISSN: 0918-6158. 
DT Article 
LA English 

AB The present work shows an antinociceptive and dose-dependent effect of 
shark cartilage hydrosoluble fraction (HF) on writhing 
and formalin tests in mice. The effect was not altered by 
thalidomide, a known inhibitor of tumor necrosis factor-alfa 
(TNF-alfa) synthesis. Similarly, the antinociceptive effect did not change 
in the presence of naloxone, indicating that the opioid system is not 
involved. However, the effect observed was blocked by L-arginine a NO 
synthesis substrate, and it was potentiated by L-NAME, suggesting a role 
of the NO system in the shark cartilage 

antinociceptive effect. Effects similar to those seen with the HF were 
detected with peak II from gel filtration chromatography. The increase in 
vascular permeability induced by serotonin in rats was significantly 
abolished by the HF at the dose of 2 mg/kg, p.o., and again it was not 
potentiated by thalidomide. The observed blockade in the 

vascular permeability increase induced by histamine was detected only with 
a higher dose (10 mg/kg, p.o.). 
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ANGIOGENESIS. 
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AB Shark cartilage contains a substance that strongly" 

inhibits the growth of new blood vessels toward solid tumors, thereby 

restricting tumor growth. The abundance of this factor in 

shark cartilage, in contrast to cartilage from 

mammalian sources, may make sharks an ideal source of the 

inhibitor and may help to explain the rarity of neoplasms in these 

animals . 
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TI Shark cartilage contains an inhibitor of tumor 

neovascularization 
AU Lee, Anne; Langer, Robert 

CS Massachusetts Inst. Technol . , Cambridge, MA, USA 
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AB A 1M guanidine ext. of basking shark fin cartilage 

contained a substance which inhibited vascularization and growth of V2 
carcinomas implanted in the rabbit cornea in vivo. The cartilage also 
contained a cell growth factor, lysozyme [9001-63-2] , and protease 
inhibitor [37205-61-1] . 
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TI Tamoxifen and shark cartilage: Potential 

anti -angiogenic combination. 
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